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VERSION 1 - REVIEW 

REVIEWER Karen Detering 
Austin Health  
Melbourne, Australia 

REVIEW RETURNED 13-Dec-2015 

 

GENERAL COMMENTS Thank you for the opportunity to review this protocol paper.  
 
This study asks an interesting question, and I look foward to seing 
the results.  
 
The background is well written, concise and appropriately 
referenced.  
 
In the methods and design section: I found some aspects of the 
analytic plan repetitive and hard to read. In the first paragraph of this 
you mention ITT, and then talk about the choices made in the AD as 
an equally important aim. The next sentence starts secondarily. This 
is confusing. From what I understand you are looking at ITT, but also 
looking at the choices in the ADs, and also looking spearately at 
whether ad AD was completed. is this correct? I think you go on and 
describe these, but this section could be clearer.  
 
Otherwise i think the manuscript is good, with no other specific 
suggestions. 

 

REVIEWER D.W. Molloy 
University College Cork Ireland 

REVIEW RETURNED 17-Dec-2015 

 

GENERAL COMMENTS I have serious concerns about the ethics of this study.  
The whole question/hypothesis for me is of concern.  
I do research on advance directives and I would not participate in 
this study.  
I think the ethical concerns outweigh the scientific value or insights 
potentially gained from it.  
Here are my concerns.  
I have not been given the letter of explanation or consent forms.  
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What exactly does the letter of explanation for the study say?  
 
I have not been informed how the team will screen for depression or 
cognition to determine eligibility.  
I have not been informed how the team will measure the person's 
understanding of the process. How will capacity be measured? How 
will capacity be measured before they complete the forms and after 
when they are "de-briefed" to determine if they truly understand the 
nature of the study.  
Will subjects understand the nature of the study and the fact that 
they have been given completed directives that potentially could 
lead them to make certain choices? Do they understand enough to 
allow them to analyse what effect this had on their choices?  
 
The language in the "de-briefing" is not simple. I had to read it 
several times to understand and I had read a lot about it before 
hands.  
 
How will they know that the person truly understood the choices and 
potential consequences of their choices in the four domains in 
question.  
 
These are vulnerable people. They are essentially being given 
completed advance directives and asked if they accept the choices 
already chosen.  
Given the huge disparity in power between health care workers and 
patients, especially those in these conditions who are extremely 
vulnerable, then providing a person with an completed directive is 
hugely influential and troublesome for me.  
 
 
 
I have concerns about giving frail, vulnerable sick and dying people 
an advance directive that essentially is complete. This goes against 
the whole purpose and premise of advance directives.  
Why would you want to give them an already completed advance 
directive?  
If this study is "successful" whatever that means, does this then 
mean that we can give people already completed directives? What is 
the outcome of these findings?  
 
Then the patient is asked to accept these choices or change them. 
Then the person takes it home and gets others to co-sign and then 
the person comes back and is "debriefed" and informed that he/she 
is informed of the true nature of the study. after going to all the 
trouble to make it and get it signed, I suspect few will change it.  
 
The subjects are phoned every ten days to encourage them to 
complete the directive.  
I think this is too much pressure. Will this pressure make people 
complete them even if they are not ready?  
What if the person completes the directive and does not return?  
If the person changes after debriefing then they are told that the 
changes will be entered.  
How will they tell their proxy and witnesses?  
If they do not know the nature of the study then they have made 
choices and may have even copied the directive and given it to 
relatives.  
Getting people to actually complete directives is often long and 
protracted and complex. Phoning them every ten days is really 
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putting a lot of pressure on them and I would not do this in a study. 
Protocol states": If a participant does not return an AD within ten 
days, study personnel call EVERY ten days to encourage AD return 
or meet with the participant at his or her next clinic appointment"  
This feels more than "encouragement".  
This is a hard sell, if not downright coercion. How many times will 
the subjects be phoned? Will it occur every ten days until they 
comply? There is no limit given for the duration of these phone 
calls...  
 
The issue of calling this "defaulting" to comfort or active care is 
misleading. It is not defaulting because the decision has been made. 
If the person changes it then this is a an active decision and requires 
conviction to go against the choices made.  
I know the argument will be made that this is balanced against the 
other directive that chooses active. But I somehow don't feel that it 
is.  
One cannot feel that there is a lot of influence, even coercion in this 
protocol to get people to complete directives. Surely one would 
never do this in the real world and protocols really should reflect the 
"real world" as much as possible.  
We would never phone people every ten days to see if they have 
completed the directive.  
We can encourage, ask but I think this is too much pressure in this 
process together with the choices already made on the directives, it 
bothers me.  
Overall I have serious ethical concerns about this study. I work with 
advance directives and have done so for many years. I work with 
vulnerable populations and understand the issues around education, 
compliance, capacity, depression and how they impact on the whole 
process. I would not participate in this study. I have just too many 
concerns. I have thought about this long and hard and my concern 
outweigh the potential benefits. I have concerns about conclusions 
that might be drawn form this study.   

 

REVIEWER Ursula Braun, MD 
Baylor College of Medicine  
Houston, TX, USA 

REVIEW RETURNED 24-Dec-2015 

 

GENERAL COMMENTS This is a very interesting multi-center, single state, RCT currently 
underway examining whether varying the presentation of default 
options in advance directives for patients with severe life-limiting 
conditions will lead to different choices for/against choosing life-
sustaining treatments in the subjects who complete such forms.  
While I am a bit skeptical that the study can actually test the 
hypothesis "that redesigning ADs such that comfort-oriented care is 
provided as the default, rather than forcing patients to actively 
choose it, will promote better patient-centered outcomes" -because 
what someone considers 'better patient-centered outcomes' still 
remains subjective and controversial.  
However, measuring the primary outcome, "whether structuring 
advance directives to request comfort-oriented care or life-extending 
care by default influences the number of days that patients are alive 
and living outside of an acute-care hospital" is definitely attainable, 
along with many of the secondary outcomes (with some limitations 
due to sample size).  
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Pt selection, recruitment, and randomization procedures are 
described in detail. The investigators detailed description of the 
'debriefing' is laudable- after subjects have been randomized to the 
different AD forms and after choosing to complete these forms one 
way or another, all subjects will individually be informed about the 
true purpose of the research and what randomization involved; and 
all subjects will be offered a chance to change their advance 
directives.  
Results, analysis details, and CONSORT checklist are not available 
yet in this description of study protocol. I look forward to publication 
of results.   

 

REVIEWER Rebecca Sudore 
University of California, San Francisco UCSF 

REVIEW RETURNED 31-Dec-2015 

 

GENERAL COMMENTS This is a very interesting, well written, and important study for the 
field of advance care planning. The authors are conducting a 3 arms 
RCT comparing the effects of a standard advance directive to an 
advance directive with a comfort care default and a life-extending 
default on patient-centered outcomes such as hospital free days; 
hospital, ICU, and hospice utilization, costs, and patient and 
surrogate satisfaction. 
 
There are no major flaws in this manuscript or the trial procedures. 
However, there are some places where clarification would be 
helpful.  
 
Abstract line 12: “forcing” may be considered a strong word. 
“Requiring” may be more accurate. 
 
Page 4: 
Background line 23: Decisions have to be made for 43% but 70% 
are unable to make decisions. What happens to the other 27%?? 
Sentence may need some rewording. 
 
Background last paragraph line 37-40. Examples in medicine of 
default options having large effects and not limiting choice would be 
important to include as this may be a new topic for many readers. 
 
Page 5 
Line 16 and the primary outcome of hospital-free days: All 
secondary outcomes listed in this manuscript are well-validated, 
patient-centered outcomes. However, there are many potential 
caveats to hospital free days as an outcome of an advance directive. 
For example, many patients, even those on hospice, may be willing 
to receive hospital level care to control symptoms or to attempt to 
treat reversible illness. This is especially true if someone is DNR/DNI 
but not yet ready for a comfort care approach. Therefore, it would be 
helpful to have a rationale from the authors why this variable was 
chosen as a primary outcome. 
 
Page 5 
Line 20 #4 cost of inpatient care and hospice care. In the tables and 
below it appeared that this was all costs associated with care. Is this 
only inpatient + hospice costs? What about long term care? 
 
Page 5 
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Line 39: Were administrative data pulls done to identify potential 
patients for recruitment, or was this all done by hand chart review. 
Did the researchers need to obtain a waiver from their IRB to obtain 
the data prior to consent? If so, please describe. 
 
Page 6 
Line 7: How was cognitive impairment determined (clinician, ICD-
9/10 codes, a screening test by study staff?) How did the authors 
determine whether someone spoke or read English fluently? 
Screening question? Please clarify. 
 
Page 6 
Line 23: Within the one week from identifying a patient to contacting 
the clinician for permission, how many attempts were made to 
contact the physician. Is a non-response to the email considered 
assent? Was non-response assent described in the email sent to 
providers? Were any in-services performed or any educational 
material sent out to clinicians about the study prior to enrollment of 
patients? If so, please describe. 
 
Page 6 
Line 56. Was education or health literacy assessed? The advance 
directives in this study may have been quite difficult for the many 
Americans who have limited literacy skills. Was there any additional 
knowledge assessment of the patient’s understanding of their 
choices and what those choices may mean for their medical care? 
 
Page 7 
Line 3. In general, for all validated surveys throughout the text, it 
would be helpful to include a reference. In addition, in the table of 
outcomes, providing validity and reliability information, when 
available, would also be helpful. 
 
Page 7 
Line 8. If a patient does not return an AD is completion of the form 
ever facilitated for patients who are unable to complete on their 
own? If so, is the need for facilitation noted and controlled for? 
 
Page 7 
Line 12: Consenting surrogates. Is this only attempted after 
someone completes an AD? Is there a situation in which a patient 
refuses to complete one, but provides surrogate information? 
 
Page 7 
Line 23. Could the authors provide a rationale for including follow-up 
data for patients who refuse to complete an AD? Is this to compare 
differences between patient who refused and those who enrolled? Is 
it to be used in the instrumental analysis? Please specify the reason 
for collecting this data and the planned use. 
 
Page 7 
Line 42: If a patient is too ill to answer questions, will the surrogates 
only be asked the surrogate questions, or do you have proxy 
questionnaires for this instance? 
 
Page 8 
Line 7: How is blinding ensured for the follow-up interviews? Does a 
different RA than the one who randomized the patient conduct the 
follow-ups? Please specify. 
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Page 8 
Line 38: The forms are identical except that comfort or aggressive 
care is checked BUT it is also very important that the order of the 
information is changed bringing either comfort option or the 
aggressive option to the top of the choices.  
 
Page 9 
Line 19: Is all debriefing done over the phone or are some done in 
person. Does the participant have a copy of the form they completed 
in front of them or have they already turned in this form? Patients 
with vision or hearing impairments may have difficulty with this 
approach over the phone. In addition, those individuals who were 
able to debrief in person while looking at their answers may have 
responded differently to the debriefing and the changing of their 
answers. Please clarify.  
 
Page 9 
Line 34. It may be different in different US states, but do changes to 
a signed AD require the patient to initial the change before it is 
scanned in the medical record in PA and NJ?  
 
Page 10,  
Line 7. As with hospital free days, please clarify the rationale for 
including outcomes based on chronic care facility and nursing home 
use. Seriously ill patients may be in a chronic care facility or a 
nursing home for many reasons that are not associated with their 
treatment preferences. For example, the availability of family and 
friends or the resources to provide enough care at home may play a 
large factor. Patient may also prefer these facilities rather than 
returning to the hospital and some patients receive outside hospice 
care inside a long term care facility. The patient’s AD may say they 
prefer to go home, but if there are limited resources and the patient 
cannot care for themselves, is this considered discordant care?  
 
Page 10 
Line 25, may consider spelling out Pitt and Penn for an international 
audience. 
 
Page 11 
The analytic plan and the description is very robust. It is possible 
that the Figure 2 was cut off on my version of the PDF, however, the 
Figure 2 did not seem to match up to the descriptions in the text on 
my version.  
 
Table 2 outcomes: 
Please list out the 4 potentially LST interventions and choices 
regarding post hospitalization care. Please add references and 
reliability and validity information where available. 
 
 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Karen Detering  

Institution and Country: Austin Health Melbourne, Australia.  

Please state any competing interests or state ‘None declared’: None declared  
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Please leave your comments for the authors below  

 

Thank you for the opportunity to review this protocol paper.  

 

This study asks an interesting question, and I look foward to seing the results.  

 

The background is well written, concise and appropriately referenced.  

 

In the methods and design section: I found some aspects of the analytic plan repetitive and hard to 

read. In the first paragraph of this you mention ITT, and then talk about the choices made in the AD 

as an equally important aim. The next sentence starts secondarily. This is confusing. From what I 

understand you are looking at ITT, but also looking at the choices in the ADs, and also looking 

spearately at whether ad AD was completed. is this correct? I think you go on and describe these, but 

this section could be clearer.  

 

>>>Our proposed analytic plan will utilize an intention-to-treat approach to assess the impact of group 

assignment on all outcomes. In addition, we plan to look at the effect of the choices patients made on 

their AD forms on patient- and family-reported long-term outcomes. Finally, we’d like to compare 

outcomes across groups defined by AD completion and non-completion. In order to clarify these three 

distinct goals, we’ve altered the first paragraph of the analytic plan to read:  

 

“First, we will use intention-to-treat (ITT) analyses to assess the impact of group assignment on all 

outcomes. Second, we will use Complier Average Treatment Effect (CATE) analyses to assess the 

influence of the choices patients make in ADs on long-term patient- and family-reported outcomes, 

and to estimate the impact of completing an advance directive at all, regardless of the choices made. 

These methods are made feasible because, based on our pilot trial, the intervention (default options) 

is expected to alter choices without altering the odds of completing an AD at all.”  

 

Otherwise i think the manuscript is good, with no other specific suggestions.  

 

 

Reviewer: 2  

Reviewer Name: D.W. Molloy  

Institution and Country: University College Cork Ireland Please state any competing interests or state 

‘None declared’: None declared  

 

Please leave your comments for the authors below  

 

I have serious concerns about the ethics of this study.  

The whole question/hypothesis for me is of concern.  

I do research on advance directives and I would not participate in this study.  

I think the ethical concerns outweigh the scientific value or insights potentially gained from it.  

 

>>>We appreciate the concerns of this reviewer and recognize that this is an unusual study that may 

be off-putting to some at first glance. We spent many years developing this idea and the associated 

study design, and have paid extremely careful attention to ethical issues. The specific design of the 

study stems from several peer-reviewed publications1-6 including a pilot study utilizing a nearly 

identical study design.7 This trial is overseen by an Ethics Advisory Board consisting of some of the 

leading experts in the field including Bernard Lo, MD, Michelle Mello, JD, MPH, James Tulsky, MD, 

and Ezekiel Emanuel, MD, PhD. Additionally, the study also has a Data Safety and Monitoring Board 

that is chaired by David Wendler, PhD, MA (Chair of Vulnerable Subjects Research at the NIH) and 

includes Vicki Jackson, MD, MPH (Chair of Palliative Care at Massachusetts General Hospital) and 
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Manisha Desai, PhD (a statistician at Stanford University). Finally, this grant includes collaborators 

who are internationally recognized experts in palliative care (Robert Arnold, MD) and decision making 

for patients with life-limiting illness (Douglas White, MD, MAS). We have leveraged these 

considerable resources to develop a robust consent and debriefing process. All study materials have 

been examined and approved by not only the Institutional Review Boards at both Penn and Pitt, but 

also the ethics advisory board and the Data Safety and Monitoring Board.  

 

>>>Two of the three versions of the advance directive forms used in this study have options 

preselected (defaults). No matter which version of the advance directive form patients receive, they 

are welcome to deselect and reselect options are desired. This is made clear when the patient 

consents to participate in the study and is randomized, and it is discussed again when the patient is 

debriefed. In fact, an AD is not considered “complete” until the patient has been debriefed and fully 

understands what occurred in the study. At that point, the patient is asked if they would like to make 

any additional changed to their AD before it is scanned into their medical record. As a result, all 

finalized AD forms that are added to the patients’ medical records are fully informed ADs that reflect 

choices after the patients have been debriefed.  

 

>>>We have included the debriefing script as an appendix and have added the consent form, 

recognizing that both of these are very important study components and should be available as part of 

the protocol manuscript.  

 

Here are my concerns.  

I have not been given the letter of explanation or consent forms.  

What exactly does the letter of explanation for the study say?  

 

>>>We agree with the reviewer that the consent forms are important and we have now included these 

as an appendix.  

 

I have not been informed how the team will screen for depression or cognition to determine eligibility. I 

have not been informed how the team will measure the person's understanding of the process. How 

will capacity be measured? How will capacity be measured before they complete the forms and after 

when they are "de-briefed" to determine if they truly understand the nature of the study.  

 

>>>As also stated in a reply to Reviewer 4, we relied heavily on physicians to alert us if a patient was 

cognitively impaired prior to our research staff approaching the patient. These patients would 

frequently be deferred or noted as ineligible and would not meet with our staff. If cognitive impairment 

was documented in patients’ medical records, patients were considered ineligible. In a few instances 

it is a judgment call by the research coordinator. The majority of approached patients also have family 

with them who can provide information on cognitive function.  

 

Will subjects understand the nature of the study and the fact that they have been given completed 

directives that potentially could lead them to make certain choices? Do they understand enough to 

allow them to analyse what effect this had on their choices?  

 

>>>Patients are instructed that they are free to select any option on their ADs. If the AD they received 

had some options selected by default (which would occur in two of the three randomized groups), 

they are free to cross out those options and choose something else. The debriefing process explains 

the default design and patients are asked if they would like to change any selections on their form 

before it is added to their medical record. ADs are not considered to be “complete” until after 

debriefing.  

 

The language in the "de-briefing" is not simple. I had to read it several times to understand and I had 
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read a lot about it before hands.  

 

>>>The debriefing form for this study has been approved by multiple IRBs and also reviewed by our 

Ethics Advisory Board and the DSMB.  

 

How will they know that the person truly understood the choices and potential consequences of their 

choices in the four domains in question.  

 

>>>This is a potential limitation of any study of medical decision making, and indeed of usual clinical 

care. Consenting patients are provided with materials that explain what each life-sustaining treatment 

entails as part of the standard packet of study materials. These materials have been deemed 

appropriate by the IRBs charged with regulating this study.  

 

These are vulnerable people. They are essentially being given completed advance directives and 

asked if they accept the choices already chosen.  

 

>>>Patients are provided with ADs that may have some options selected by default but they are told 

that they may select another option if they desire. This option is reiterated during the debriefing 

process as well.  

 

Given the huge disparity in power between health care workers and patients, especially those in these 

conditions who are extremely vulnerable, then providing a person with an completed directive is 

hugely influential and troublesome for me.  

 

>>>Patients are approached and consented by research coordinators, who are not clinical care 

providers and the patients are informed that participating in this study is separate from their medical 

care.  

 

I have concerns about giving frail, vulnerable sick and dying people an advance directive that 

essentially is complete. This goes against the whole purpose and premise of advance directives.  

Why would you want to give them an already completed advance directive?  

If this study is "successful" whatever that means, does this then mean that we can give people 

already completed directives? What is the outcome of these findings?  

 

>>>As stated above, this study provides patients with ADs that have options selected by default, but 

patients are told that they are able to change their selections if they desire. The current default in US 

healthcare is life extension. This study is simply exploring whether changing those defaults – while not 

restricting choice – affects patient- and surrogate-centered outcomes.  

 

Then the patient is asked to accept these choices or change them. Then the person takes it home 

and gets others to co-sign and then the person comes back and is "debriefed" and informed that 

he/she is informed of the true nature of the study. after going to all the trouble to make it and get it 

signed, I suspect few will change it.  

 

>>>Patients who change their selections during debriefing will have an updated AD mailed to them by 

study personnel. Unless instructed otherwise, that updated AD will be scanned into the patient’s 

medical record and requires no further effort from the patient.  

 

The subjects are phoned every ten days to encourage them to complete the directive.  

I think this is too much pressure. Will this pressure make people complete them even if they are not 

ready?  
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>>>We agree with the reviewer that phoning a patient every 10 days in perpetuity would certainly be 

too much pressure. This is not, in fact, what we are doing. We have clarified the explanation of the 

study procedures surrounding this. The sentence now reads: “If a participant does not return an AD 

within ten days, study personnel call every ten days for one month, and again at 2 months and at 3 

months, to encourage AD return or meet with the participant in person at his or her next clinic 

appointment.”  

 

What if the person completes the directive and does not return?  

 

>>>Once an AD is completed and the patient is debriefed, the AD is scanned into the patient’s 

medical record unless the patient requests otherwise.  

 

If the person changes after debriefing then they are told that the changes will be entered.  

How will they tell their proxy and witnesses?  

 

>>>The patient is mailed an updated copy of their AD if they elect to make any changes during 

debriefing and/or follow-up. A copy is also sent to their appointed health care agent/surrogate.  

 

If they do not know the nature of the study then they have made choices and may have even copied 

the directive and given it to relatives.  

Getting people to actually complete directives is often long and protracted and complex. Phoning 

them every ten days is really putting a lot of pressure on them and I would not do this in a study. 

Protocol states": If a participant does not return an AD within ten days, study personnel call EVERY 

ten days to encourage AD return or meet with the participant at his or her next clinic appointment"  

This feels more than "encouragement".  

This is a hard sell, if not downright coercion. How many times will the subjects be phoned? Will it 

occur every ten days until they comply? There is no limit given for the duration of these phone calls...  

 

>>>Please see above for our response regarding call frequency.  

 

The issue of calling this "defaulting" to comfort or active care is misleading. It is not defaulting 

because the decision has been made. If the person changes it then this is a an active decision and 

requires conviction to go against the choices made.  

 

>>>We refer to it as “defaulting” because an option is pre-selected. This definition is consistent with 

the health literature on default options.3 6-11  

 

I know the argument will be made that this is balanced against the other directive that chooses active. 

But I somehow don't feel that it is.  

One cannot feel that there is a lot of influence, even coercion in this protocol to get people to 

complete directives. Surely one would never do this in the real world and protocols really should 

reflect the "real world" as much as possible.  

We would never phone people every ten days to see if they have completed the directive.  

We can encourage, ask but I think this is too much pressure in this process together with the choices 

already made on the directives, it bothers me.  

 

Overall I have serious ethical concerns about this study. I work with advance directives and have 

done so for many years. I work with vulnerable populations and understand the issues around 

education, compliance, capacity, depression and how they impact on the whole process. I would not 

participate in this study. I have just too many concerns. I have thought about this long and hard and 

my concern outweigh the potential benefits. I have concerns about conclusions that might be drawn 

form this study.  
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>>>We appreciate these concerns of the reviewer and have done our best to address them above.  

 

 

Reviewer: 3  

Reviewer Name: Ursula Braun, MD  

Institution and Country: Baylor College of Medicine Houston, TX, USA Please state any competing 

interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below  

 

This is a very interesting multi-center, single state, RCT currently underway examining whether 

varying the presentation of default options in advance directives for patients with severe life-limiting 

conditions will lead to different choices for/against choosing life-sustaining treatments in the subjects 

who complete such forms.  

While I am a bit skeptical that the study can actually test the hypothesis "that redesigning ADs such 

that comfort-oriented care is provided as the default, rather than forcing patients to actively choose it, 

will promote better patient-centered outcomes" -because what someone considers 'better patient-

centered outcomes' still remains subjective and controversial.  

However, measuring the primary outcome, "whether structuring advance directives to request 

comfort-oriented care or life-extending care by default influences the number of days that patients are 

alive and living outside of an acute-care hospital" is definitely attainable, along with many of the 

secondary outcomes (with some limitations due to sample size).  

 

>>>We appreciate the reviewer’s point that “better patient outcomes” can mean different things to 

different people. Here, we are specifically referring to the disconnect between patients’ stated desires 

to die at home and avoid aggressive and burdensome care near life’s end and current statistics 

regarding high healthcare utilization at end-of-life and the high percentage of patients who die in an 

acute-care facility. The association between aggressive treatments at the end of life and poorer 

patient- and surrogate-reported outcomes directly influences our statement that aligning patients 

desired and actual care at end-of-life will positively impact patient-centered outcomes.  

 

Pt selection, recruitment, and randomization procedures are described in detail. The investigators 

detailed description of the 'debriefing' is laudable- after subjects have been randomized to the 

different AD forms and after choosing to complete these forms one way or another, all subjects will 

individually be informed about the true purpose of the research and what randomization involved; and 

all subjects will be offered a chance to change their advance directives.  

Results, analysis details, and CONSORT checklist are not available yet in this description of study 

protocol. I look forward to publication of results.  

 

>>>We have added a SPIRIT checklist as a part of the resubmission  

 

   

Reviewer: 4  

Reviewer Name: Rebecca Sudore  

Institution and Country: University of California, San Francisco UCSF Please state any competing 

interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below  

 

See the attached file. (The attached file is copy/pasted below to address each item)  
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This is a very interesting, well written, and important study for the field of advance care planning. The 

authors are conducting a 3 arms RCT comparing the effects of a standard advance directive to an 

advance directive with a comfort care default and a life-extending default on patient-centered 

outcomes such as hospital free days; hospital, ICU, and hospice utilization, costs, and patient and 

surrogate satisfaction.  

There are no major flaws in this manuscript or the trial procedures. However, there are some places 

where clarification would be helpful.  

 

Abstract line 12: “forcing” may be considered a strong word. “Requiring” may be more accurate.  

>>>We have changed “forcing” to “requiring” in the abstract.  

 

Page 4:  

Background line 23: Decisions have to be made for 43% but 70% are unable to make decisions. What 

happens to the other 27%?? Sentence may need some rewording.  

 

>>>We have changed this sentence to read: “Currently, critical healthcare decisions must be made 

for 43% of older Americans near the end of life, but 70% of these patients are unable to participate in 

making these decisions and must have decisions made for them.”  

 

Background last paragraph line 37-40. Examples in medicine of default options having large effects 

and not limiting choice would be important to include as this may be a new topic for many readers.  

 

>>>We’ve changed the sentence to include two examples. The sentence now reads: “The use of 

default options has been shown to have large effects in a variety of areas, including the use of opt-out 

vs. opt-in framing to increase organ donation and vaccination rates. Defaults are considered a 

powerful approach to help overcome a variety of problems in healthcare without limiting choice.”  

 

Page 5  

Line 16 and the primary outcome of hospital-free days: All secondary outcomes listed in this 

manuscript are well-validated, patient-centered outcomes. However, there are many potential caveats 

to hospital free days as an outcome of an advance directive. For example, many patients, even those 

on hospice, may be willing to receive hospital level care to control symptoms or to attempt to treat 

reversible illness. This is especially true if someone is DNR/DNI but not yet ready for a comfort care 

approach. Therefore, it would be helpful to have a rationale from the authors why this variable was 

chosen as a primary outcome.  

 

>>>The choice of appropriate outcome measures that are clearly patient-centered, readily measured 

and analyzed, and reflective of patient’s holistic states rather than specific symptoms is clearly a 

challenge in end-of-life research. We and other groups have been working to develop outcome 

measures for use in this area. The metric of hospital-free days is a measure that – while not perfect – 

has many attractive properties: it is continuous, enhancing power; it can be analyzed reliably and 

indeed flexibly, to account for different values patients may place on avoiding hospitalization; and in 

nearly all cases, it is unidirectional in the sense that nearly all patients prefer longer lives to shorter 

ones, and to have more of those days spent outside a hospital than within. This is not to say that all 

days in the hospital are value-less, and indeed, the reviewer raises an insightful example in which a 

few days in the hospital may promote great value by helping to relieve symptoms acutely. However, 

such days will be an extremely small percentage of all measured days in the cohort. Furthermore, 

although these days would not get “credit” by out metric, they also should not reduce the number of 

remaining days patients would have outside of the hospital. Thus, on balance, we believe the 

advantages of this metric outweigh the rare but important downside raised thoughtfully by the 

reviewer.  
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Page 5  

Line 20 #4 cost of inpatient care and hospice care. In the tables and below it appeared that this was 

all costs associated with care. Is this only inpatient + hospice costs? What about long term care?  

 

>>>Unfortunately the cost of long-term care is not available to us. For inpatient costs we are able to 

query state-maintained hospital discharge databases from Pennsylvania and New Jersey. We 

negotiated with two large hospice organizations to obtain their data, capturing the majority of hospice 

use for patients enrolled in this study. There is not a corresponding long term care option and we are 

unable to include those costs, although we agree with the reviewer that it would be beneficial to take 

those into account as well.  

 

Page 5  

Line 39: Were administrative data pulls done to identify potential patients for recruitment, or was this 

all done by hand chart review. Did the researchers need to obtain a waiver from their IRB to obtain 

the data prior to consent? If so, please describe.  

 

>>>All patients were screened for eligibility by trained research coordinators using a manual review of 

charts based on clinic schedule. All procedures and data collection prior to consent has been 

reviewed and approved by the IRB.  

 

Page 6  

Line 7: How was cognitive impairment determined (clinician, ICD-9/10 codes, a screening test by 

study staff?) How did the authors determine whether someone spoke or read English fluently? 

Screening question? Please clarify.  

 

>>>We relied heavily on physicians to alert us if a patient was cognitively impaired prior to our 

research staff approaching the patient. These patients would frequently be deferred or noted as 

ineligible and would not meet with our staff. If cognitive impairment was documented in patients’ 

medical records, patients were considered ineligible. In a few instances it is a judgment call by the 

research coordinator. The majority of approached patients also have family with them who can 

provide information on cognitive function. We have added a sentence (“Cognitive impairment is 

primarily determined by physicians prior to research staff approaching the patient.”) in the Eligibility 

Criteria section to provide additional detail.  

 

Page 6  

Line 23: Within the one week from identifying a patient to contacting the clinician for permission, how 

many attempts were made to contact the physician. Is a non-response to the email considered 

assent? Was non-response assent described in the email sent to providers? Were any in-services 

performed or any educational material sent out to clinicians about the study prior to enrollment of 

patients? If so, please describe.  

 

>>>Prior to launch, the study PI presented an overview of the study to physicians in all clinics with 

potentially eligible patients, and the Project Manager and research coordinators met with ancillary 

staff. Additionally, all physicians received an email with copies of consent forms, a study overview, 

and a reminder that they would be receiving emails when one of their patients was eligible for the 

study. All communications about the study to clinicians noted that failure to respond to emails 

regarding the eligibility of individual patients is considered permission for the research coordinator to 

approach the patient.  

 

Page 6  

Line 56. Was education or health literacy assessed? The advance directives in this study may have 

been quite difficult for the many Americans who have limited literacy skills. Was there any additional 
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knowledge assessment of the patient’s understanding of their choices and what those choices may 

mean for their medical care?  

 

>>>Health literacy is not assessed, but education is collected. Preliminary analyses show that 95% of 

the included patient population has at least a high school diploma and 65% report at least some 

college. We agree that further exploration into whether the patients understand their AD choices is 

valuable, but no additional questions or assessments are included in this study. One reason is that we 

didn’t want to additionally burden these seriously ill patients. Additionally, the research coordinators 

provide all patients with an informational brochure about advance directives that utilizes simple 

language. Research staff was trained to answer patients’ questions about advance care planning and 

offered assistance to patients. Research staff could also refer patients to social work resources for 

additional assistance. Patients were provided with contact information for the research staff if they 

had any questions once they brought their AD home. Also, of note, the debriefing encounter provides 

another opportunity for patients to review their advance directives with research staff, ask questions, 

and make any necessary changes.  

 

Page 7  

Line 3. In general, for all validated surveys throughout the text, it would be helpful to include a 

reference. In addition, in the table of outcomes, providing validity and reliability information, when 

available, would also be helpful.  

 

>>>We agree with the reviewer that providing references for all surveys and questionnaires is 

necessary, and have included the references when listing the surveys in the Outcomes section. 

Additionally, we have added a reference to page 7 for the 9-item Healthcare System Distrust Scale. 

However, no reference is provided for the Prior Experience Questionnaire because it isn’t a validated 

survey and has not been used before. When designing this trial, we wanted to assess whether a 

patient had previously experienced care in the ICU firsthand or as a visitor, and whether the patient 

had a close friend or family member who had passed away after receiving comfort-oriented care. We 

believe that such prior experience may moderate the relationship between randomization group and 

outcome. To assess this, we are asking three questions of all study participants and have called this 

the Prior Experience Questionnaire. While careful thought and collaboration among the investigators 

went into writing these questions, they have not undergone any validation. To make it clearer to the 

readers that these are specific questions and not a validated questionnaire, we’ve altered the 

sentence on page 7: “Demographics, including age, race, ethnicity, sex, religion, income, marital 

status, and health insurance type are collected at the time of consent, as well as data about previous 

experience with life sustaining therapies and critical care medicine.”  

The three questions that comprise the Prior Experience Questionnaire are:  

(1) Have you ever had a life-threatening illness or injury for which you needed life support to keep you 

alive? This type of care would usually mean that you were in an Intensive Care Unit (ICU), and being 

treated with a breathing machine or other machines or medicines necessary to keep you alive.  

(2) Have you ever spent time as a visitor in an Intensive Care Unit (ICU) to support close family 

members, friends, or other individuals who had a life-threatening illness or injury for which they 

needed life support to keep them alive? Such patients would have been treated with a breathing 

machine or other machines or medicines necessary to keep them alive.  

(3) Have you had personal experience with close family members, friends, or other individuals who 

have passed away after receiving care focused on their comfort? This form of care might have been 

called palliative care, hospice care, comfort-oriented care, or something similar. In some cases this 

care follows a decision to not use or to stop using a type of life support life a breathing machine.  

 

Page 7  

Line 8. If a patient does not return an AD is completion of the form ever facilitated for patients who are 

unable to complete on their own? If so, is the need for facilitation noted and controlled for?  
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>>>Research staff is able to help facilitate AD completion if necessary, or the patient may be put in 

touch with a social worker.  

 

Page 7  

Line 12: Consenting surrogates. Is this only attempted after someone completes an AD? Is there a 

situation in which a patient refuses to complete one, but provides surrogate information?  

 

>>>Surrogates are only approached for consent after a patient returns an AD. There has never been 

a situation in which a patient refuses to complete an AD but provides surrogate information. We have 

added the following sentence on page 7: “Surrogates are not approached for consent if a patient has 

not completed an AD.”  

 

Page 7  

Line 23. Could the authors provide a rationale for including follow-up data for patients who refuse to 

complete an AD? Is this to compare differences between patient who refused and those who 

enrolled? Is it to be used in the instrumental analysis? Please specify the reason for collecting this 

data and the planned use.  

 

>>>The reviewer is correct that the reasons for collecting such data is that they are essential to 

complete the proposed Complier Average Treatment Effect (or instrumental variable analyses). We 

now indicate this in the suggested portion of the manuscript.  

 

Page 7  

Line 42: If a patient is too ill to answer questions, will the surrogates only be asked the surrogate 

questions, or do you have proxy questionnaires for this instance?  

 

>>>While some of our outcome questionnaires are validated for surrogate populations, we have 

prioritized patient-reported outcomes, recognizing the difficult task of asking surrogates to assess 

patient outcomes. In other words, the reviewer is correct that it’s very unlikely surrogates would be 

asked to assess patient outcomes.  

 

Page 8  

Line 7: How is blinding ensured for the follow-up interviews? Does a different RA than the one who 

randomized the patient conduct the follow-ups? Please specify.  

 

>>>Correct. The research coordinator who enrolls the patient is NOT the coordinator who conducts 

the follow up interviews. Recruiting patients, conducting debriefing sessions, and conducting follow up 

calls are distinct tasks carried out by different research coordinators.  

 

Page 8  

Line 38: The forms are identical except that comfort or aggressive care is checked BUT it is also very 

important that the order of the information is changed bringing either comfort option or the aggressive 

option to the top of the choices.  

 

>>>We appreciate the reviewer raising this point. This is indeed the case and we have added the 

following sentence to the end of the Intervention section: “The order of responses (comfort care vs. 

life extension) is randomized for those patients assigned to the standard AD arm to mitigate any 

potential ordering effects. Patients randomized to the comfort care or life extension arms will see the 

life extension or comfort care default options first, respectively.”  

 

Page 9  
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Line 19: Is all debriefing done over the phone or are some done in person. Does the participant have 

a copy of the form they completed in front of them or have they already turned in this form? Patients 

with vision or hearing impairments may have difficulty with this approach over the phone. In addition, 

those individuals who were able to debrief in person while looking at their answers may have 

responded differently to the debriefing and the changing of their answers. Please clarify.  

 

>>>Debriefing primarily occurs over the phone. During this time, the patient does not have a copy of 

their AD in front of them, but the research coordinator will review it with them over the phone. In the 

rare instance where we are unable to contact a patient by phone, a patient will be debriefed in person 

at a subsequent clinic visit. This is because debriefing after a study such as this one is important and 

we want to ensure that all patients who complete and return an AD are debriefed in a timely manner.  

 

Page 9  

Line 34. It may be different in different US states, but do changes to a signed AD require the patient to 

initial the change before it is scanned in the medical record in PA and NJ?  

 

>>>If a patient makes a change to their AD, the research coordinator will alter the AD on behalf of the 

patient and send the patient a new copy of their AD along with a letter directing the patients’ attention 

to the changes and requesting that patients confirm the changes with the study team. We also inform 

the patients that an updated copy of their AD has been sent to their surrogate/appointed healthcare 

agent. If we do not hear from patients within 2 weeks we scan the updated AD into the patients’ 

medical record.  

 

Page 10,  

Line 7. As with hospital free days, please clarify the rationale for including outcomes based on chronic 

care facility and nursing home use. Seriously ill patients may be in a chronic care facility or a nursing 

home for many reasons that are not associated with their treatment preferences. For example, the 

availability of family and friends or the resources to provide enough care at home may play a large 

factor. Patient may also prefer these facilities rather than returning to the hospital and some patients 

receive outside hospice care inside a long term care facility. The patient’s AD may say they prefer to 

go home, but if there are limited resources and the patient cannot care for themselves, is this 

considered discordant care?  

 

>>>We agree with the reviewer that family and resources influence the care a patient receives 

independent of patient wishes. The wording of the “care on hospital discharge” question in the ADs 

received by the patients takes this into account by including facilities near the home as well. 

Specifically, the relevant wording is:  

These are my requests about how I wish to be cared for if I am in a hospital, my doctors say I no 

longer need to be in the hospital, but I cannot communicate and my doctors do not expect that to 

change.  

(_____) I want to be sent to my home, if possible, or otherwise to a facility near my home, to receive 

care focused on keeping me alive as long as possible. If my condition worsens, I want to return to the 

hospital if that may prolong my life.  

OR  

(_____) I want to be sent to my home if possible, or otherwise to a facility near my home, to receive 

care focused on keeping me as comfortable as possible rather than on prolonging my life. If my 

condition worsens, I do not want to return to a hospital again.  

OR  

(_____) I do not wish to specify one of these options. I understand that if I do not express my 

preferences, my agent, with consultation from my health care provider, will make this decision for me 

based on his or her assessment of my preferences and values or best interests.  
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Page 10  

Line 25, may consider spelling out Pitt and Penn for an international audience.  

 

>>>These are now spelled out in the manuscript  

 

Page 11  

The analytic plan and the description is very robust. It is possible that the Figure 2 was cut off on my 

version of the PDF, however, the Figure 2 did not seem to match up to the descriptions in the text on 

my version.  

 

>>>Thank you for bringing this to our attention. We will pay careful attention to ensure that Figure 2 is 

uploaded correctly.  

 

Table 2 outcomes:  

Please list out the 4 potentially LST interventions and choices regarding post hospitalization care. 

Please add references and reliability and validity information where available.  

 

>>>We have added the four LST interventions to Table 2 and referenced Appendix A for the choices 

regarding post-hospitalization care. References for all outcome measurement scales are provided in 

the Outcomes section.  

 

1. Halpern SD. Shaping end-of-life care: behavioral economics and advance directives. Semin Respir 

Crit Care Med 2012;33(4):393-400.  

2. Quill CM, Halpern S. Deciphering the appropriateness of defaults: the need for domain-specific 

evidence. Journal of medical ethics 2012;38(12):721-2.  

3. Halpern SD, Ubel PA, Asch DA. Harnessing the power of default options to improve health care. 

The New England journal of medicine 2007;357(13):1340-4.  

4. Swindell JS, McGuire AL, Halpern SD. Beneficent persuasion: techniques and ethical guidelines to 

improve patients' decisions. Ann Fam Med 2010;8(3):260-4.  

5. Swindell JS, McGuire AL, Halpern SD. Shaping patients' decisions. Chest 2011;139(2):424-9.  

6. Hart J, Halpern SD. Default options in the ICU: widely used but insufficiently understood. Current 

opinion in critical care 2014;20(6):662-7.  

7. Halpern SD, Loewenstein G, Volpp KG, et al. Default options in advance directives influence how 

patients set goals for end-of-life care. Health Aff (Millwood) 2013;32(2):408-17.  

8. Halpern SD, French B, Small DS, et al. Randomized trial of four financial-incentive programs for 

smoking cessation. The New England journal of medicine 2015;372(22):2108-17.  

9. Haward MF, Murphy RO, Lorenz JM. Default options and neonatal resuscitation decisions. Journal 

of medical ethics 2012;38(12):713-8.  

10. Kressel LM, Chapman GB. The default effect in end-of-life medical treatment preferences. 

Medical decision making : an international journal of the Society for Medical Decision Making 

2007;27(3):299-310.  

11. Kressel LM, Chapman GB, Leventhal E. The influence of default options on the expression of 

end-of-life treatment preferences in advance directives. Journal of general internal medicine 

2007;22(7):1007-10. 

VERSION 2 – REVIEW 

REVIEWER Karen Detering  
Austin Health  
Melbourne, Australia 

REVIEW RETURNED 12-Mar-2016 
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GENERAL COMMENTS I am happy the authors have addressed my concerns in this recent 
revision  

 

REVIEWER Rebecca Sudore 
University of California, San Francisco  
USA 

REVIEW RETURNED 10-Feb-2016 

 

GENERAL COMMENTS In general, this paper has raised some interesting issues and lively 
discussion about the ethics of the study and procedures. Although 
the authors did a very nice and thorough job responding to reviewers 
comments, I did not see many of the justifications and responses 
added to the actual manuscript. The final trial results are likely to 
raise similar questions and concerns by additional reviewers and 
readers. Although the responses and comments to this BMJ 
methods paper will be published in supplementary form, most 
readers will solely read the methods paper. Given the generous 
word limit provided by BMJ Open, the authors have an opportunity to 
use this venue to fully describe their choices and the ethical 
underpinnings of those decisions as well as describe known 
limitations to the study. There were several great discussions and 
justifications that feel need to be added to the actual final version of 
the manuscript. Those topics I think should be added are listed 
below:  
 
In response to Reviewer #2 comments:  
We spent many years developing this idea and the associated study 
design, and have paid extremely careful attention to ethical issues. 
The specific design of the study stems from several peer-reviewed 
publications1-6 including a pilot study utilizing a nearly identical 
study design.7 This trial is overseen by an Ethics Advisory Board 
consisting of some of the leading experts in the field including 
Bernard Lo, MD, Michelle Mello, JD, MPH, James Tulsky, MD, and 
Ezekiel Emanuel, MD, PhD. Additionally, the study also has a Data 
Safety and Monitoring Board that is chaired by David Wendler, PhD, 
MA (Chair of Vulnerable Subjects Research at the NIH) and includes 
Vicki Jackson, MD, MPH (Chair of Palliative Care at Massachusetts 
General Hospital) and Manisha Desai, PhD (a statistician at Stanford 
University). Finally, this grant includes collaborators who are 
internationally recognized experts in palliative care (Robert Arnold, 
MD) and decision making for patients with life-limiting illness 
(Douglas White, MD, MAS). We have leveraged these considerable 
resources to develop a robust consent and debriefing process. All 
study materials have been examined and approved by not only the 
Institutional Review Boards at both Penn and Pitt, but also the ethics 
advisory board and the Data Safety and Monitoring Board.  
 
Under the Ethics Section: It may be helpful to discuss the number of 
individuals on the Ethics Advisory Board and their specific expertise 
in addition to the number of individuals on the DSMB and their 
specific expertise. In that section, it was unclear that that there were 
2 separate boards reviewing this work.  
 
 
Reviewer #2 comment: Will subjects understand the nature of the 
study and the fact that they have been given completed directives 
that potentially could lead them to make certain choices? Do they 
understand enough to allow them to analyse what effect this had on 
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their choices?  
How will they know that the person truly understood the choices and 
potential consequences of their choices in the four domains in 
question?  
 
Either in Ethics or separate limitations section I think it is important 
to note that the debrief does not go over the ramifications of their 
choices for their own medical care. One could argue that advance 
directives completed in the community or with lawyers would also be 
subject to the same issues. However, it came up from several 
reviewers and the authors have a chance to discuss in this article.  
 
Reviewer #2 comment and response: The subjects are phoned 
every ten days to encourage them to complete the directive. I think 
this is too much pressure. Will this pressure make people complete 
them even if they are not ready? If a participant does not return an 
AD within ten days, study personnel call EVERY ten days to 
encourage AD return or meet with the participant at his or her next 
clinic appointment"  
This feels more than "encouragement". This is a hard sell, if not 
downright coercion. How many times will the subjects be phoned? 
Will it occur every ten days until they comply? There is no limit given 
for the duration of these phone calls...  
 
>>>We agree with the reviewer that phoning a patient every 10 days 
in perpetuity would certainly be too much pressure. This is not, in 
fact, what we are doing. We have clarified the explanation of the 
study procedures surrounding this. The sentence now reads: “If a 
participant does not return an AD within ten days, study personnel 
call every ten days for one month, and again at 2 months and at 3 
months, to encourage AD return or meet with the participant in 
person at his or her next clinic appointment.”  
 
In may be helpful to describe why the authors do not feel that this 
number of attempts to have patients complete an advance directive 
is coercion. It does not mimic usual care and could be considered 
part of the intervention. Perhaps referencing other studies that use 
similar follow-up methods for other trials may help.  
 
 
Response to Reviewer #3 and #4 comments:  
>>>We appreciate the reviewer’s point that “better patient 
outcomes” can mean different things to different people. Here, we 
are specifically referring to the disconnect between patients’ stated 
desires to die at home and avoid aggressive and burdensome care 
near life’s end and current statistics regarding high healthcare 
utilization at end-of-life and the high percentage of patients who die 
in an acute-care facility. The association between aggressive 
treatments at the end of life and poorer patient- and surrogate-
reported outcomes directly influences our statement that aligning 
patients desired and actual care at end-of-life will positively impact 
patient-centered outcomes.  
 
>>>The choice of appropriate outcome measures that are clearly 
patient-centered, readily measured and analyzed, and reflective of 
patient’s holistic states rather than specific symptoms is clearly a 
challenge in end-of-life research. We and other groups have been 
working to develop outcome measures for use in this area. The 
metric of hospital-free days is a measure that – while not perfect – 
has many attractive properties: it is continuous, enhancing power; it 
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can be analyzed reliably and indeed flexibly, to account for different 
values patients may place on avoiding hospitalization; and in nearly 
all cases, it is unidirectional in the sense that nearly all patients 
prefer longer lives to shorter ones, and to have more of those days 
spent outside a hospital than within. This is not to say that all days in 
the hospital are value-less, and indeed, the reviewer raises an 
insightful example in which a few days in the hospital may promote 
great value by helping to relieve symptoms acutely. However, such 
days will be an extremely small percentage of all measured days in 
the cohort. Furthermore, although these days would not get “credit” 
by out metric, they also should not reduce the number of remaining 
days patients would have outside of the hospital. Thus, on balance, 
we believe the advantages of this metric outweigh the rare but 
important downside raised thoughtfully by the reviewer.  
 
These rationales are clear and helpful. I would suggest adding some 
of these justifications to the methods as other readers may have 
similar questions about the choice of outcomes.  
 
 
Response to Reviewer #4:  
Was education or health literacy assessed? The advance directives 
in this study may have been quite difficult for the many Americans 
who have limited literacy skills. Was there any additional knowledge 
assessment of the patient’s understanding of their choices and what 
those choices may mean for their medical care?  
 
>>>Health literacy is not assessed, but education is collected. 
Preliminary analyses show that 95% of the included patient 
population has at least a high school diploma and 65% report at 
least some college. We agree that further exploration into whether 
the patients understand their AD choices is valuable, but no 
additional questions or assessments are included in this study. One 
reason is that we didn’t want to additionally burden these seriously ill 
patients. Additionally, the research coordinators provide all patients 
with an informational brochure about advance directives that utilizes 
simple language. Research staff was trained to answer patients’ 
questions about advance care planning and offered assistance to 
patients. Research staff could also refer patients to social work 
resources for additional assistance. Patients were provided with 
contact information for the research staff if they had any questions 
once they brought their AD home. Also, of note, the debriefing 
encounter provides another opportunity for patients to review their 
advance directives with research staff, ask questions, and make any 
necessary changes.  
 
For your readers who work with vulnerable populations, it would be 
helpful to add some of these descriptions in the methods and to 
specifically say that while the forms may not be a 5-8th grade 
reading level, patient were given other easy to read materials, had 
access to the RA, reviewed the information with the RA a second 
time. I think it would be helpful if this point were addressed 
specifically.  
 
Response to Reviewer #4:  
Is all debriefing done over the phone or are some done in person. 
Does the participant have a copy of the form they completed in front 
of them or have they already turned in this form? Patients with vision 
or hearing impairments may have difficulty with this approach over 
the phone. In addition, those individuals who were able to debrief in 
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person while looking at their answers may have responded 
differently to the debriefing and the changing of their answers. 
Please clarify.  
 
>>>Debriefing primarily occurs over the phone. During this time, the 
patient does not have a copy of their AD in front of them, but the 
research coordinator will review it with them over the phone. In the 
rare instance where we are unable to contact a patient by phone, a 
patient will be debriefed in person at a subsequent clinic visit. This is 
because debriefing after a study such as this one is important and 
we want to ensure that all patients who complete and return an AD 
are debriefed in a timely manner.  
 
This again goes back to vulnerable populations and geriatric 
populations who may have hearing and cognitive impairments. I 
think the authors need to explain in the methods or in a limitations 
section, that phone review for some patients may not be optimal. We 
have found that many of our elderly patients cannot complete simple 
surveys over the phone and either need to come in in person or 
need to have the survey mailed to them to follow along. With 
cognitive impairment, even mild, following along with complicated 
issues may be hindered. If the authors feel confident this isn’t the 
case, either by the type of patient included or excluded or due to the 
rigorous methods of the phone call, it would be helpful to describe in 
the actual text.  
 
Response to Reviewer #4:  
It may be different in different US states, but do changes to a signed 
AD require the patient to initial the change before it is scanned in the 
medical record in PA and NJ?  
 
>>>If a patient makes a change to their AD, the research 
coordinator will alter the AD on behalf of the patient and send the 
patient a new copy of their AD along with a letter directing the 
patients’ attention to the changes and requesting that patients 
confirm the changes with the study team. We also inform the 
patients that an updated copy of their AD has been sent to their 
surrogate/appointed healthcare agent. If we do not hear from 
patients within 2 weeks we scan the updated AD into the patients’ 
medical record.  
 
Changing someone’s advance directive (legal document) without 
them present, without them being able to initial the document, and 
without requiring an new signature is potentially legally problematic 
in many states. Looking ahead to the publication of this results of 
your trial, the authors may want to comment on obtaining legal 
advice from their medical center that these changes by non-medical 
staff in the patients absence is acceptable under their state laws and 
hospital requirements.  
 
Response to Reviewer #4:  
>>>We agree with the reviewer that family and resources influence 
the care a patient receives independent of patient wishes. The 
wording of the “care on hospital discharge” question in the ADs 
received by the patients takes this into account by including facilities 
near the home as well.  
 
As with hospital free days, adding in the types of response options to 
the methods may help readers understand the patient-centered 
nature of the question. 
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VERSION 2 – AUTHOR RESPONSE 

Reviewer Name: Rebecca Sudore  

Institution and Country: University of California, San Francisco, USA Competing Interests: None 

declared  

 

In general, this paper has raised some interesting issues and lively discussion about the ethics of the 

study and procedures. Although the authors did a very nice and thorough job responding to reviewers 

comments, I did not see many of the justifications and responses added to the actual manuscript. The 

final trial results are likely to raise similar questions and concerns by additional reviewers and readers. 

Although the responses and comments to this BMJ methods paper will be published in supplementary 

form, most readers will solely read the methods paper. Given the generous word limit provided by 

BMJ Open, the authors have an opportunity to use this venue to fully describe their choices and the 

ethical underpinnings of those decisions as well as describe known limitations to the study. There 

were several great discussions and justifications that feel need to be added to the actual final version 

of the manuscript. Those topics I think should be added are listed below:  

 

In response to Reviewer #2 comments:  

We spent many years developing this idea and the associated study design, and have paid extremely 

careful attention to ethical issues. The specific design of the study stems from several peer-reviewed 

publications1-6 including a pilot study utilizing a nearly identical study design.7 This trial is overseen 

by an Ethics Advisory Board consisting of some of the leading experts in the field including Bernard 

Lo, MD, Michelle Mello, JD, MPH, James Tulsky, MD, and Ezekiel Emanuel, MD, PhD. Additionally, 

the study also has a Data Safety and Monitoring Board that is chaired by David Wendler, PhD, MA 

(Chair of Vulnerable Subjects Research at the NIH) and includes Vicki Jackson, MD, MPH (Chair of 

Palliative Care at Massachusetts General Hospital) and Manisha Desai, PhD (a statistician at 

Stanford University). Finally, this grant includes collaborators who are internationally recognized 

experts in palliative care (Robert Arnold, MD) and decision making for patients with life-limiting illness 

(Douglas White, MD, MAS). We have leveraged these considerable resources to develop a robust 

consent and debriefing process. All study materials have been examined and approved by not only 

the Institutional Review Boards at both Penn and Pitt, but also the ethics advisory board and the Data 

Safety and Monitoring Board.  

 

Under the Ethics Section: It may be helpful to discuss the number of individuals on the Ethics 

Advisory Board and their specific expertise in addition to the number of individuals on the DSMB and 

their specific expertise. In that section, it was unclear that that there were 2 separate boards reviewing 

this work.  

 

>>>>We appreciate the reviewer highlighting this confusion and have rewritten the paragraphs in the 

Ethics section to make the number of boards and their composition more transparent. The new 

section now reads:  

 

>>>>“This study has been approved by the University of Pennsylvania Institutional Review Board 

(Protocol #819325) and the IRB at the University of Pittsburgh (PRO14020311). This study is guided 

by both a Data Safety and Monitoring Board (DSMB) and an External Ethics Advisory Board. The 

DSMB consists of three individuals with expertise in human subjects research, vulnerable 

populations, bioethics, clinical trials, decision making, palliative care, and biostatistics. Specifically, 

the DSMB includes the Chair of Vulnerable Subjects Research at the NIH, the Chair of Palliative Care 

at Massachusetts General Hospital, and a statistician at Stanford University. The DSMB reviewed and 

approved the research protocol and plans for data and safety prior to the start of recruitment. 

Additionally, DSMB members are evaluating the progress of the trial and making recommendations to 

ensure that any and all issues are addressed, including decisions about the termination of individual 

study arms or the study itself. The External Advisory Board is comprised of four noted scholars in 
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health law, palliative care, and research ethics; the Board meets as needed to advise the 

investigators on any unforeseen challenges related to the ethical conduct of the trial.  

 

>>>>“The potential risks to human subjects in this project include: (1) risks of breach of confidentiality 

of personal health information; (2) risks of emotional distress from being asked to contemplate or 

discuss end-of-life care; and (3) potential untoward impacts on patients or family members, including 

changes in quality of life, duration of life, satisfaction with end-of-life care, surrogate bereavement 

perceptions of the quality of dying, or an undesired change in intervention utilization at the end-of-life. 

To minimize these risks, our study employs numerous safeguards to protect human subjects. These 

include an experienced and well-trained study team, a robust informed consent process, state-of-the-

art data security, a DSMB, and an External Ethics Advisory Board consisting of some of the leading 

experts in the field.”  

 

Reviewer #2 comment: Will subjects understand the nature of the study and the fact that they have 

been given completed directives that potentially could lead them to make certain choices? Do they 

understand enough to allow them to analyse what effect this had on their choices?  

 

How will they know that the person truly understood the choices and potential consequences of their 

choices in the four domains in question?  

 

Either in Ethics or separate limitations section I think it is important to note that the debrief does not 

go over the ramifications of their choices for their own medical care. One could argue that advance 

directives completed in the community or with lawyers would also be subject to the same issues. 

However, it came up from several reviewers and the authors have a chance to discuss in this article.  

 

>>>>While we understand and appreciate the possibility that a research subject may not fully 

comprehend the potential effects of a choice made on an advance directive, the same could be said 

for any medical decision made by a patient or their surrogate. We believe that clarifying what our 

debriefing process addresses and encompasses (both in the Debriefing section (page 9) and in 

Appendix C) is appropriate for a protocol paper. Although it’s an interesting academic discussion, the 

broad ramifications of the choices made in an AD are beyond the scope of this manuscript. Indeed, 

this would make a thought-provoking accompanying editorial, if desired by the editors, but such 

editorialization is not appropriate in the context of a research paper.  

 

Reviewer #2 comment and response: The subjects are phoned every ten days to encourage them to 

complete the directive. I think this is too much pressure. Will this pressure make people complete 

them even if they are not ready? If a participant does not return an AD within ten days, study 

personnel call EVERY ten days to encourage AD return or meet with the participant at his or her next 

clinic appointment"  

 

This feels more than "encouragement". This is a hard sell, if not downright coercion. How many times 

will the subjects be phoned? Will it occur every ten days until they comply? There is no limit given for 

the duration of these phone calls...  

We agree with the reviewer that phoning a patient every 10 days in perpetuity would certainly be too 

much pressure. This is not, in fact, what we are doing. We have clarified the explanation of the study 

procedures surrounding this. The sentence now reads: “If a participant does not return an AD within 

ten days, study personnel call every ten days for one month, and again at 2 months and at 3 months, 

to encourage AD return or meet with the participant in person at his or her next clinic appointment.”  

 

In may be helpful to describe why the authors do not feel that this number of attempts to have patients 

complete an advance directive is coercion. It does not mimic usual care and could be considered part 

of the intervention. Perhaps referencing other studies that use similar follow-up methods for other 
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trials may help.  

 

>>>>Study participants who do not complete an AD are contacted approximately 5 times over three 

months with reminders to complete their AD. At any time, these participants are free to tell the study 

team that they no longer wish to be contacted. We do not believe that this is too onerous of a burden 

for study participants; our role in a protocol paper is to describe our study so that it can be understood 

by users of the research and that is our intention here. The frequency of contact was guided by the 

importance of limiting missing data for important patient-centered outcomes and a sentence to this 

effect has been added at the end of the Recruitment and Retention section (page 7).  

 

Response to Reviewer #3 and #4 comments:  

We appreciate the reviewer’s point that “better patient outcomes” can mean different things to 

different people. Here, we are specifically referring to the disconnect between patients’ stated desires 

to die at home and avoid aggressive and burdensome care near life’s end and current statistics 

regarding high healthcare utilization at end-of-life and the high percentage of patients who die in an 

acute-care facility. The association between aggressive treatments at the end of life and poorer 

patient- and surrogate-reported outcomes directly influences our statement that aligning patients 

desired and actual care at end-of-life will positively impact patient-centered outcomes.  

 

The choice of appropriate outcome measures that are clearly patient-centered, readily measured and 

analyzed, and reflective of patient’s holistic states rather than specific symptoms is clearly a challenge 

in end-of-life research. We and other groups have been working to develop outcome measures for 

use in this area. The metric of hospital-free days is a measure that – while not perfect – has many 

attractive properties: it is continuous, enhancing power; it can be analyzed reliably and indeed flexibly, 

to account for different values patients may place on avoiding hospitalization; and in nearly all cases, 

it is unidirectional in the sense that nearly all patients prefer longer lives to shorter ones, and to have 

more of those days spent outside a hospital than within. This is not to say that all days in the hospital 

are value-less, and indeed, the reviewer raises an insightful example in which a few days in the 

hospital may promote great value by helping to relieve symptoms acutely. However, such days will be 

an extremely small percentage of all measured days in the cohort. Furthermore, although these days 

would not get “credit” by out metric, they also should not reduce the number of remaining days 

patients would have outside of the hospital. Thus, on balance, we believe the advantages of this 

metric outweigh the rare but important downside raised thoughtfully by the reviewer.  

 

These rationales are clear and helpful. I would suggest adding some of these justifications to the 

methods as other readers may have similar questions about the choice of outcomes.  

 

>>>>We agree with the reviewer that adding additional details regarding the rationale behind some of 

our outcome choices would be helpful. To address paragraph #1, we’ve added a final sentence of the 

introduction that reads: “The current association of aggressive treatments at the end of life with poor 

patient- and surrogate-reported outcomes suggests that aligning the care patients desire with the care 

they receive, such that aggressive care is reduced at the end of life, will improve these outcomes.”  

 

>>>>To address paragraph #2, we have added the following paragraph to the Outcomes section 

(page 10):  

 

>>>>“The use of hospital-free days as our primary outcome reflects the desire to choose a measure 

that is patient-centered, readily measured and analyzed, and reflects a patient’s holistic state rather 

than a specific symptom. HFDs has many attractive properties: it is continuous, enhancing power; it 

can be analyzed reliably and indeed flexibly, to account for different values patients may place on 

avoiding hospitalization; and in nearly all cases, it is unidirectional in the sense that nearly all patients 

prefer longer lives to shorter ones, and to have more of those days spent outside a hospital than 
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within. This does not automatically assume that all days spent in a hospital are without value. Indeed, 

the relief of acute symptoms via a short hospital stay may have great value to a patient, but such days 

will be a small percentage of total cohort days. And while these beneficial days may not be weighed 

differently in our model, they also would not reduce the number of remaining days a patient would 

have outside the hospital.”  

 

Response to Reviewer #4:  

Was education or health literacy assessed? The advance directives in this study may have been quite 

difficult for the many Americans who have limited literacy skills. Was there any additional knowledge 

assessment of the patient’s understanding of their choices and what those choices may mean for their 

medical care?  

 

Health literacy is not assessed, but education is collected. Preliminary analyses show that 95% of the 

included patient population has at least a high school diploma and 65% report at least some college. 

We agree that further exploration into whether the patients understand their AD choices is valuable, 

but no additional questions or assessments are included in this study. One reason is that we didn’t 

want to additionally burden these seriously ill patients. Additionally, the research coordinators provide 

all patients with an informational brochure about advance directives that utilizes simple language. 

Research staff was trained to answer patients’ questions about advance care planning and offered 

assistance to patients. Research staff could also refer patients to social work resources for additional 

assistance. Patients were provided with contact information for the research staff if they had any 

questions once they brought their AD home. Also, of note, the debriefing encounter provides another 

opportunity for patients to review their advance directives with research staff, ask questions, and 

make any necessary changes.  

 

For your readers who work with vulnerable populations, it would be helpful to add some of these 

descriptions in the methods and to specifically say that while the forms may not be a 5-8th grade 

reading level, patient were given other easy to read materials, had access to the RA, reviewed the 

information with the RA a second time. I think it would be helpful if this point were addressed 

specifically.  

 

>>>>We have added the following sentence to the Intervention section (page 9): “Patients in all 

groups are provided with an informational brochure about advance directives that utilizes simple 

language and research coordinators are trained to answer patients’ questions about advance care 

planning and offer assistance to patients if necessary. Patients may also be referred to social work 

resources for additional assistance if desired.”  

 

Response to Reviewer #4:  

Is all debriefing done over the phone or are some done in person. Does the participant have a copy of 

the form they completed in front of them or have they already turned in this form? Patients with vision 

or hearing impairments may have difficulty with this approach over the phone. In addition, those 

individuals who were able to debrief in person while looking at their answers may have responded 

differently to the debriefing and the changing of their answers. Please clarify.  

 

Debriefing primarily occurs over the phone. During this time, the patient does not have a copy of their 

AD in front of them, but the research coordinator will review it with them over the phone. In the rare 

instance where we are unable to contact a patient by phone, a patient will be debriefed in person at a 

subsequent clinic visit. This is because debriefing after a study such as this one is important and we 

want to ensure that all patients who complete and return an AD are debriefed in a timely manner.  

 

This again goes back to vulnerable populations and geriatric populations who may have hearing and 

cognitive impairments. I think the authors need to explain in the methods or in a limitations section, 
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that phone review for some patients may not be optimal. We have found that many of our elderly 

patients cannot complete simple surveys over the phone and either need to come in in person or 

need to have the survey mailed to them to follow along. With cognitive impairment, even mild, 

following along with complicated issues may be hindered. If the authors feel confident this isn’t the 

case, either by the type of patient included or excluded or due to the rigorous methods of the phone 

call, it would be helpful to describe in the actual text.  

 

>>>>We agree with the reviewer that acknowledging phone debriefing as a limitation for this 

population is important and have added the following sentence to the Debriefing section (page 10): 

“Debriefing primarily occurs over the phone, although a few patients who are unavailable via phone 

are debriefed in person. While we recognize that this procedure may not meet the needs of all 

patients, it is the best option in a RCT such as this and provides us with the ability to debrief all 

patients who complete and return an AD in a timely manner.”  

 

Response to Reviewer #4:  

It may be different in different US states, but do changes to a signed AD require the patient to initial 

the change before it is scanned in the medical record in PA and NJ?  

 

If a patient makes a change to their AD, the research coordinator will alter the AD on behalf of the 

patient and send the patient a new copy of their AD along with a letter directing the patients’ attention 

to the changes and requesting that patients confirm the changes with the study team. We also inform 

the patients that an updated copy of their AD has been sent to their surrogate/appointed healthcare 

agent. If we do not hear from patients within 2 weeks we scan the updated AD into the patients’ 

medical record.  

Changing someone’s advance directive (legal document) without them present, without them being 

able to initial the document, and without requiring an new signature is potentially legally problematic in 

many states. Looking ahead to the publication of this results of your trial, the authors may want to 

comment on obtaining legal advice from their medical center that these changes by non-medical staff 

in the patients absence is acceptable under their state laws and hospital requirements.  

 

>>>>All changes to the ADs occur at the request of the patient and the patient is asked to confirm any 

changes. A technical discussion of the laws is beyond the scope of this manuscript. If our intervention 

fails to impact patient outcomes, this is one of the many potential reasons that we may cite.  

 

Response to Reviewer #4:  

We agree with the reviewer that family and resources influence the care a patient receives 

independent of patient wishes. The wording of the “care on hospital discharge” question in the ADs 

received by the patients takes this into account by including facilities near the home as well.  

 

As with hospital free days, adding in the types of response options to the methods may help readers 

understand the patient-centered nature of the question.  

 

>>>>We agree with the reviewer that this additional detail will be helpful and have revised the 

paragraphs describing patient- and surrogate-reported outcomes accordingly. The two revised 

paragraphs now read:  

 

>>>>“In patient interviews conducted 2, 6, and 12 months following AD completion, we are assessing 

patients’ satisfaction with their advance care planning, quality of life, and desires to make any 

changes to their ADs. Satisfaction is measured with the CANHELP46,47 instrument’s global 

satisfaction and end-of-life care question. This instrument asks patients “how satisfied are you with 

your advance care planning overall – that is, the plans you have in place regarding your end-of-life 

care.” Responses range from 1-5, with 1 indicating completely satisfied and 5 indicating not at all 
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satisfied. Quality of life is measured using the McGill Quality of Life (MQoL),48,49 which can be 

completed by family members on behalf of patients who are unable to complete it themselves. The 

MQoL questionnaire has 16 questions querying both mental and physical symptoms experienced by 

the patient during the past two days, and asks patients to rate the severity of each. For example, the 

MQoL will prompt a patient with “over the last two days, one troublesome symptom has been…” and 

the patient will self-identify a symptom. The patient will then be asked to rate on a 0-10 scale how 

problematic that symptom has been, with 0 indicating no problem and 10 indicating a tremendous 

problem. Patients will also be asked about their emotional well-being (e.g., “over the past two days, I 

have been depressed”,) as well as support (e.g., “over the past two days, I have felt supported”), with 

responses ranging from not at all (0) to extremely or completely (10). Additionally, we are assessing 

decision conflict, using the validated Decision Conflict Scale (DCS),50 to assess patients’ certainty in 

making healthcare decisions. The DCS provides patients with 16 statements (“I know the benefits of 

each option”, “I am clear about which risks matter most to me”) and assesses agreement or 

disagreement with each statement on a 5-point scale ranging from strongly agree to strongly 

disagree. This measure is collected immediately following AD completion and is not assessed during 

follow-up.  

 

>>>>We are assessing surrogates’ perceptions of the quality of death and dying using Prigerson’s 

Quality of Death measures.8,9,51 This three-question measure asks surrogates to rate, on a scale of 

0-10, the level of psychological distress or physical distress in the patient’s last week of life, as well as 

the overall quality of the patient’s death or last week of life. The Impact of Events Scale52 is used to 

assess the risk of post-traumatic stress disorder in surrogates of deceased patients. The surrogate is 

presented with 15 statements commonly made after stressful life events (e.g. “I tried to remove it from 

memory” and “I had dreams about it”) and asked to respond with the frequency of how true the 

comments were for them during the last seven days. Response options include not at all, rarely, 

sometimes, and often. Finally, healthcare system distrust is measured among the surrogates using 

the Health System Distrust Scale.40 This scale asks surrogates to rate statements about the 

healthcare system on a 5-point Likert scale ranging from strongly disagree to strongly agree. 

Statements include items such as “the health care system covers up its mistakes” and “the health 

care system gives excellent medical care.” 

 

VERSION 3 - REVIEW 

REVIEWER Rebecca Sudore 
University of California, San Francisco 

REVIEW RETURNED 26-Apr-2016 

 

GENERAL COMMENTS I think the authors have addressed most major concerns, and I am 
satisfied with their revision.  
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